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TI Treatment and prevention of insulin dependent diabetes 

- by administering monoclonal antibodies specified for the integrin VLA4 
blocking interactions with VCAM-1 and fibronectin. 
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A method for the prevention of insulin dependent (type 1) diabetes (IDD) 
comprises administering to a pirediabetic individual, a composition 
comprising an anti-VLA4 (very late antigen) antibody (Ab) . 

Also claimed are (1) a method for the treatment of 
diabetes comprising administering to a mammal with a 
susceptibility to diabetes, an Ab, a recombinant Ab, a chimeric 
Ab, fragments of such Abs, a polypeotide or small mol . capable of binding 
to the alpha4 subunit of VLA4 or combinations of any of these, in an amt . 
sufficient to inhibit the onset of diabetes; and (2) a pharmaceutical 
compsn. consisting of a monoclonal Ab recognising VLA4 in a carrier. 

Pref . the anti-VLA4 Ab is selected from HP1/2, HP2/1, HP2/4, L25 and 
P4C2. It is esp. humanised HP1/2 or a fragment. Dosage is 0 . l-10mg/kg, an 
amt. effective to coat VLA4-positive cells in the peripheral blood for 
.1-14 days. This provides a plasma level of Ab of at least 1 ug/ml. The 
compsn. is administered prior to the development of overt diabetes as 
measured by a serum glucose level of less than about 250 mg/dl. 

In the method of (1) the Ab/polypeptide is selected from AMb HP1/2 



Fab, Fab 1 , F(ab ! )2 or F(v) fragments of such an antibody sol. VCAM-1, esp. 
VCAM 2D-IgG, or fibronectin polypeotides or small mols. that bind to the 
VCMA-1 or fibronectin binding domain of VLA4 . The compsn. pref. comprises 
several anti-VLA4 MAbs or VLA4-binding fragments. It is administered at a 
dosage which provides 0.1-10 mg/kg body weight. 

USE - The method provides a way of treating 
diabetes by administering a compsn. which binds to the VLA4 
antigens on the surface of VLA4 -positive cells, including lymphocytes and 
macrophages. This induces a change in the function of such cells by 
interferring with interactions between VLA4 antigens and either VCAM-1 or 
fibronectin on the surface of other cells. This in turn results in 
a prevention of or protection against the incidence of diabetes. 
Dwg. 0/8 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides bradykinin type peptides containing 

N-substituted glycines, particularly bradykinin antagonist peptides 
useful for the treatment of conditions mediated by bradykinin including 
pain and inflammation. 



